Copy for the International Searching Authority (ISA/US) 

PATENT COOPERATION TF \TY 



PCT/I LOO/00346 



From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



To: 



WEBB, Cynthia 
P.O. Box 2189 
76122 Rehovot 
ISRAEL 



Date of mailing (day/month/year) 
28 July 2000 (28.07.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 
ALL/001 


International application Na 
PCT/ILOO/00346 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant{s) and State(s) for which they are applicants: 

ALLERGENE LTD. (for all designated States except US) 

EISENBERG, Ronit et al (for US) 

international filing date 14 June 2000 (14.06.00) 

Priority date(s) claimed 17 June 1999 (17.06.99) 

Date of receipt of the record copy 
by the International Bureau 

List of designated Offices 



03 July 2000 (03.07.00) 



AP :GH,GM,KE,LS.MW,MZ,SaSUSZ,TZ,UG,ZW 
EA :AM,AZ,BY,KG,KZ,MD,RU,TJ JM 

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GR,IE,IT,LU,MC,NL,PT,SE 
OA :BF,BJ,CF,CG,CI,CM,GA,GN,GW,MUMR,NE,SN,TD,TG 

National :AE,AG,AL,AM,AT,AU,AZ,BA,BB,BG,BR,BY,CA,CH,CN,CR,CU,CZ,DE,DK,DM,DZ,EE,ES, 
FI,GB,GD,GE^GH,GM,HR,HU,IDJL,IN,IS,JP,KE,KG,KP,KR,KZ,LC,LK,LR,LS,LT,LU,LV,MA,MD, 
MG,MK,MN,MW,MX,MZ,NO,NZ,PUPT,RO,RU,SD,SE,SG,SI,SK,SLJJJMJR,TTJZ,UA,UG,US,UZ^ 
VN,YU,ZA,ZW 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 
I X| time limits for entry into the national phase 
[ I confirmation of precautionary designations 
[ X[ requirements regarding priority documents 
A copy of this Notification is being sent to the receiving Office and to the InternationaiSearching Authority. 



The Intemational Bureau of WlPO 


Authorized officer: 


34« chemin des Colombettes 


Marle-Jos6 Devlllard 


1211 Geneva 20, Switzerland 




Facsimile No. (41-22)740.14.35 


Telephone No. (41-22)338.83.38 


Form PCT/IB/301 {July 1998) 


003436386 
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From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 
(PCT Rule 61.2) 



To: 



Commissioner 

US Department of Commerce 
United States Patent and Trademark 

Office, PCT 

201 1 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 



Date of mailing (day/month/year) 
26 February 2001 (26.02.01) 


ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 




International application No. 
PCT/ILOO/00346 


Applicant's or agent's file reference 
ALL/001 


international filing date (day/month/year) 
14 June 2000(14.06.00) 


Priority date (day/month/year) 
17 June 1999 (17.06.99) 


Applicant 

EISENBERG, Ronitetal 



1 . The designated Office is hereby notified of its election made: 

I X I in the demand filed with the International Preliminary Examining Authority on: 

27 December 2000 (27.12.00) 



I I in a notice effecting later election filed with the International Bureau on: 



2. The election | X | was 

I I was not 

made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





The International Bureau of WlPO 


Authorized officer 


34, chemin des Colombettes 


F. Baechler 


1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 


Form PCT/IB/331 (July 1992) 


IL0000346 



Copy for the Elected Office (EO/US) 

PATENT COOPERATION TREATY 



PCT/ILOO/00346 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 


To: 

WEBB, Cynthia 
P O Box 2189 
76121 Rehovot 
ISRAEL 


Date of mailing (day/month/year) 

26 October 2001 (26.10.01) 


Applicanf s or agenf s file reference 
ALL/001 


IMPORTANT NOTIFICATION 


International application No. 
PCT/ILOO/00346 


International filing date (d a y/mo nth/year) 

14 June 2000 (14.06.00) 



1. The following indications appeared on record concerning: 
I I the applicant | | the inventor X the agent 



I I the common representative 



Name and Address 


State of Nationality 


State of Residence 


WEBB, Cynthia 
P.O. Box 2189 
76122 Rehovot 
Israel 






Telephone No. 

972-8-946-5504 




Facsimile No. 






972-8-946-5806 






Teleprinter No. 



2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 



[ [ the person | | the name 



X 



the address | | the nationality | | the residence 



Name and Address 


State of Nationality 


State of Residence 


WEBB, Cynthia 
P.O. Box 2189 
76121 Rehovot 
Israel 






Telephone No. 

972-8-946-5504 




Facsimile No. 






972-8-946-5806 






Teleprinter No. 



3. Further observations, if necessary: 



4. A copy of this notification has been sent to: 
I X[ the receiving Office 
[ I the International Searching Authority 
I I the International Preliminary Examining Authority 



I I the designated Offices concerned 
[ X| the elected Offices concerned 
[ I other: 





The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No.: (41-22) 740.14.35 


Authorized officer 

Marie-Jos6 DEVILLARD 

Telephone No.: (41-22) 338.83.38 



Form PCT/IB/306 (March 1994) 



004405217 



(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (POT) 



(19) World Intellectual Property Organization 

International Bureau 




(43) International Publication Date (10) International Publication Number 

28 December 2000 (28.12.2000) pCT WO 00/78346 Al 




(51) International Patent Classification^: A61K 39/385 

(21) Intemationai Application Number: PCT/lLOO/00346 

(22) Intemationai Filing Date: 14 June 2000 (14.06.2000) 

(25) Filing Language: English 

(26) Publication Language: English 

(30) Priority Data: 

130526 17 June 1999 (17.06.1999) IL 

(71) Applicant ffortdl designated States except US): ALLER- 
GENE LTD. UUTL]; 2A Katzir Street, Td Hashomer. 
52656 Ramat Gan (IL). 

(72) Inventors; and 

(75) Inventors/Applicants ffbr US only): EISENBERG, 
Ronit [IL/IL]; 6 Lotus Street, 74047 Ness-Ziona (IL). 
RAZ, Tamar [IL/IL]; 72/12 He-Bdyar Street, 48056 Rosh 
Haayin (IL). 



(74) Agent: WEBB, Cynthia; RO. Box 2189, 76122 Rehovot 
(IL). 

(81) Designated States (national): AE, AG, AL, AM, AT, AU, 
AZ, BA, BB. BG, BR, BY, CA, CH, CN, OR, CU, CZ, DE, 
DK, DM, DZ, EE, ES, H, GB, GD, GE, GH, GM, HR, HU. 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT LU, LV, MA, MD, MG, MK. MN, MW, MX, MZ, NO, 
NZ. PL, FT, RO, RU, SD, SE, SG, SI. SK, SL, TJ, TM, TR, 
TT. TZ, UA, UG, US, UZ, VN, YU, ZA, ZW. 

(84) Designated States (regional): ARIPO patent (GH, GM, 
iOE, LS. MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian 
patent (AM. AZ, BY, KG. KZ, MD, RU, TJ, TM), European 
patent (AT, BE, CH, CY, DE, DK, ES, H, FR, GB, GR, EE, 
rr, LU. MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, 
CI, CM, GA, GN, GW, ML, MR, NE, SN. TD, TG). 

Published: 

— With intemationai search report. 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



00 • 

^ (54) Title: NOVEL ANTI-AIXERGIC AGENTS 

(57) Abstract: The present invention discloses novel complex molecules useful as anti-alleigic agents. These complex molecules 
include in particular, peptidic or peptidomimetic molecules, having a first segment which is competent for cell penetration and a 
second segment which is able to reduce or abolish mast ceU d^granulation, and in particular to reduce or abolish aUergy mediators 
such as histamine secretion from mast cells. Specific examples of p^tides widi the desired activity are disclosed. 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/ILOO/00346 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC<7) :A61K 39/385 

US CL :5 14/12,; 424/194.1; 530/317,324 
According to International Patent Classification (IPC) or to both national classification and IPC 

a FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

U.S. : 514/12,; 424/194.1; 530/317.324 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the intemattonai search (name of data base and, where practicable, search terms used) 
DIALOG WEST MEDLINE BIOSIS EMBASE LIFESCI 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



ARIDOR et aL Activation of exocytosis by the heterotrimeric G 
protein Gi3. Science. 03 December 1993, Vol. 262, No. 5139, 
pages 1S69-1573, see entire document. 

US 5,807,746 A (LIN et al) 15 September 1998, see entire 
document. 



1-48 



1-48 



□ 



Further documents are listed in the continuation of Box C. [ | See patent family annex. 



Special categortct of cited documents: 

document defining the general state of the an which is not considered 
to be of particular relevance 

earlier document published on or after the international filing date 

document which may throw doubts on priority claimts) or which is 
cited to establish the publication data of another citation or other 
special reason (as specified) 

document referring lo an oral disclosure, use. exhibition or other 



document published prior to the intemational filing date but later than 
the priority date claimed 



•A" 



later document published after the intemational filing date or priority 
date and not in conflict with the application but cited lo understand 
the principle or theory underlying the invention 

docxuient of particular relevance; the claimed invention cannot be 
considered novel or caxmot be considered to involve an inventive step 
when the document is taken alone 



document of particular lelevance; the claimed invention 
considered to invoke in inventive step when the i 
combined with one or more other such documents, such 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the intemational search 
06 SEPTEMBER 2000 


Date of mailing of the international search report 

1 3 OCT 2000 


Name and mailing address of the ISA/US 
Commissioner of Patents and Trademarics 

Box per 

Washington, D.C. 20231 
Facsimile No. (703) 305-3230 


Autlu^nz^d officer 

^PATRICK J. NOLAN 
Telephone No (703) 308-0 196 



V/- 



PATENT COOPERATION TREATY 

PCX 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



REC'D 2 7 





(PCT Article 36 and Rule 70) 




Applicant's or agent* s file reference 
ALLA)01/PCT 


FOR FURTHER ACTION ^ee Notification of Transmittal of International 

Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 


International filing date (day/month/year) 


Priority date (day/month/year) 


PCT/ILOO/00346 


14 JUNE 2000 


17 JUNE 1999 


International Patent Classification (IPC) or national classification and IPC 
IPC(7): A61K 39/385 and US CI.: 514/12,; 424/194.1; 530/317324 


Applicant 
ALLERGENE LTD. 



This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

This REPORT consists of a total of sheets. 

5^ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of ^ sheets. 



3. This report contains indications relating to the following items: 
I [ ^1 Basis of the report 
II [jjjj Priority 

HI Non-establishment of report with regard to novelty, inventive step or industrial applicability 

IV I I Lack of unity of invention 

^ Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 

citations and explanations supporting such statement 

VI I I Certain documents cited 

VII I I Certain defects in the international application 

VIII I I Certain observations on the international application 



Date of submission of the demand 
27 DECEMBER 2000 


Date of completion of this report 
01 JUNE 2001 


Name and mailing address of the IPEA/US 

ConunissioncT of Patents and Tnulemailcs 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703) 305-3230 


AuUi^rize^ officer^ i ^ 

^ ^Patrick j. nolan 

Telephone No. (703) 308-0 1 96 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International applicaiion No. 
PCT/ILOO/00346 



I. Basis of the report 



1 . With regard to the donents of the international plication:* 
I I the international application as originally filed 
j"^ the description: 



pages 
pages , 
pages . 



(See Attached) 



_ , as originally filed 
filed with the demand 



, filed with the letter of 



I x| claims: 

pages 

pages 

pages 

pages 



(See Attached) 



, as originally filed 

as amended (together with any statement) under Article 19 
, filed with the demand 



. filed with the letter of 



I x| the drawings: 

pages (See Attached) 

pages 

pages 



, as originally filed 

, filed with the demand 



I X| the sequence listing part of the description: 

pages (See Attached) 

pages 

pages 



, filed with the letter of . 



, as originally filed 

, filed with the demand 



, filed with the letter of . 



2. With regard to the language, all the elements maiked above were available or furnished to this Authority in the language in v^^ch 
the intemational apphcation was filed, unless otherwise indicated under this item 

These elements were available or fumidied to this Authority in the following language ^ v^ch is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I I the language of publication of the intemational application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of intemational prelin:unaiy examination (under Rules 55.2 and/ 

or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the intemational 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in printed form. 

I I filed together with the intemational application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readable form. 

□ The statement that the subseouently furnished written sequence listing does not go beyond the disclosure in the 
intemational application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
' — ' been furnished 

4 I x| The amendments have resulted in the cancellation of: 



the description, pages_ 
the claims, Nos. 



NONE 



0 

fxl the drawings, sheets/fig NQNE 



NONE 



^- I I This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Si^lemental Box (Rule 70.2(c)).** 
♦ Replacement sheets which have been furmshed to the receiving Office in response to an invitation under Article 14 are r^rred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments QUtles 70,16 
and 70,17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report, 



Form PCT/IPEA/409 (Box I) (July 1998)* 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 


International application No. 
PCT/ILOO/00346 


V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. statement 






Novelty (N) 


Claims 1-50 






Claims NONE 


MO 


Inventive Step (IS) 


Claims 1-50 


YFS 




Claims NONE 


NO 



Industrial Applicability (lA) 



Claims 1-50 



Claims NONE 



YES 
NO 



2. citations and explanations (Rule 70.7) 

Claim 1-50 the criteria set out in POT Article 33(2X4), because the prior art docs not teach or fairiy suggest in vivo allergy 
inhibition with said claimed peptides. 



NEW CITATIONS 

NONE 



Form PCT/IPEA/409 (Box V) (July 1998)* 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/ILOO/00346 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: Boxes I - VIII Sheet 10 



L BASIS OF REPORT: 



This report has been drawn on the basis of the description, 

page(s) 1-40, as originally filed. 

page(s) NONE, filed with the demand. 

and additional amendments: 

NONE 



This report has been drawn on the basis of the claims, 

page(s) NONE, as originally filed. 

page(s) NONE, as amended under Article 19. 

page(s) NONE, filed with the demand. 

and additional amendments: 

Pages 41-47, filed with the letter of 02 MAY 2001. 

This report has been drawn on the basis of the drawings, 

page(s) 1-14, as originally filed. 

page(s) NONE, filed with the demand. 

and additional amendments: 

NONE 



This report has been drawn on the basis of the sequence listing pan of the description: 

page(s) NONE, as originally filed. 

pages(s) NONE, filed with the demand. 

and additional amendments: 

NONE 



Form PCT/IPEA/409 (Supplemental Box) (July 1998)* 



PATENT COOPERATION TREATY 



From the 

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



To: CYNTHIA WEBB 
P.O.BOX 2189 
REHOVOT, ISRAEL 76122 


PCX 

NOTIFICATION OF TRANSMITTAL OF 
INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 71.1) 


KiS^^3Sfe 21JUN2001 


Applicanf s or agent's file reference 
ALL/00 1/PCT 


"TMPORTANT NOTIFICATION 


International application No. international filing date (day/month/year) Priority Date {day/month/year) 
PCT/ILOO/00346 14 JUNE 2000 17 JUNE 1999 


Applicant 

ALLERGENE LTD. 



The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any, established on the international application. 



A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication 
to all the elected Offices. 



Where required by any of the elected Offices, the International Bureau will prepare an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 



REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices)(Article 
39(I))(see also the reminder sent by the International Bureau with Form PCT/IB/30I). 

Where a translation of the international application miist be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 



Name and mailing address of the IPEA/US 




Cbmmissiooer of Patents and Trademarks 


Au^p^g^^y^^^^^^^^^^^^^^^ ^^^^^ 


Box PCT 


Washington, D.C 20231 




Facsimile No. (7a3) 3050230 


^lepRone No. (703) 196 



Form PCT/IPEA/416 (July 1992)* 



PATENT COOPERATION TREATY 

PCX 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 

ALL/00 1/PCT 


FOR FURTHER ACTION Notification of Transmittal of International 

Preliminary Examination Report (Form PCT/iPEA/416) 


International application No. 
PCT/ILOO/00346 


Intemationai filing date (day/month/year) 
14 JUNE 2000 


Priority date (day/month/year) 
17 JUNE 1999 


Intemationai Patent Classification (IPC) or national classification and IPC 
IPC(7): A6 IK 39/385 and US CI.: 514/12,; 424/194.1; 530/317324 


Applicant 
ALLERGENE LTD. 



1. This intemationai preliminary examination report has been prepared by this Intemationai Preliminavy 
Examining Authority and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of ^ sheets. 

KTJ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of / sheets. 



3. This report contains indications relating to the following items: 



I 




Basis of the report 


II 


□ 


Priority 


III 


□ 


Non-establishment of report with regard to novelty, inventive step or industrial applicability 


IV 


□ 


Lack of unity of invention 


V 


[1 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


VI 


□ 


Certain documents cited 


VII 


□ 


Certain defects in the intemationai application 


VIII 


□ 


Certain observations on the intemationai application 



Date of submission of the demand 
27 DECEMBER 2000 


Date of completion of this report 
01 JUNE 2001 


Name and mailing address of the IPEA/US 

Commissioner of Patents and Trademaifcs 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703) 305-3230 


Autfa^rizeA officer^ i ^ _ ^ 

^ PATRICK J. TiOLAiN 
Telephone No. (703) 308-0 1 96 



Form PCT/IPEA/409 (cover sheet) (July 1998)* 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



Intematiooal application No. 
PCT/ILOO/00346 



L Basis of the report 



1. With regard to the demmts of the inlenmtioaal application:'^ 
I I the international application as originally filed 
the description: 



pages 
pages . 
pages 



(See Attached) 



_ , as originally filed 
filed with the demand 



, filed with the letter of 



j x| claims: 

pages 

pages 

pages 

pages 



(See Attached) 



, as originally filed 

. , as amended (together with any statement) imder Article 1 9 
, filed with the demand 



, filed with the letter of 



I x| the drawings: 



pages 
pages 
pages 



(See Attached) 



, as originally filed 

, filed with the demand 



fx] the sequence listing part of the description: 

pages (See Attached) 

pages 

pages 



, filed with the letter of . 



, as originally filed 

, filed with the demand 



, filed with the letter of . 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in fhe langua^ in which 
the international application was filed, unless otherwise indicated under this item. 

liiese elements were available or furnished to this Authority in the following language which is: 

{ I the language of a translation furnished for the purposes of international search (imder Rule 23.1(b)). 
{ I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminaxy examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was earned out on the basis of the sequence listing: 

□ contained in the international application in printed form. 
I I filed together with the international application in computer readable form. 
I j furnished subsequently to this Authority in written form. 
I j furnished subsequently to this Authority in computer readable form. 

□ 

I I The statement that the infomiation recorded in computer readable form is identical to the writen sequence listing has 
' — ' been fumi^ed. 

^ I x| The amendments have resulted in the cancellation of: 

S the description, pages NONE 

S the claims, Nos. NONE 

Fx] the drawings, sheets/fig NONE 



The statement that the subseouently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 



5. I I This report has been drawn as if (some oO the amendments had not been made, since they have been considered to go 

b^ond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been famished to &ie receiving Ogice in resftonse to cat invitation under Article 14 are referred to 
in this report as "originally fited** and are not annexed to this report since they do not contain amendments (Rides 70.16 
and 70,17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 

Forai PCT/IPEA/409 (Box 1) (July 1998)* 




INTERNATIONAL PRELIMINARY EXAMINATION REPORT 


International application No. 
PCT/ILOO/00346 


V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. statement 




Novelty (N) Claims 1-50 




Claims NONE 


NO 


Inventive Step aS) Claims i-50 


YES 


Claims NONE 


NO 



Industrial Applicability (lA) Claims 1:50 ^ YES 

Claims NONE nq 



2. citations and explanations (Rule 70.7) 

Claim 1-50 the criteria set out in PCT Article 33(2)-{4), because the prior art does not teach or fairly suggest in vivo allergy 
inhibition with said claimed peptides. 

NEW CITATIONS 

NONE 



Form PCT/IPEA/409 (Box V) (July 1998)* 





International application No. 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 
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CLAIMS 

WHAT IS CLAIMED IS: 331 Rbc'cJ PCT.7" 07DEC20(}t 

1 . An anti-allexgic complex molecule, having at least a fii$t segment 
competent fiw inqxjitation of said molecide into mast cells in vivo, and a second segment 
for having an anti-aUergic effect within said mast cells, said firat segment being joined to 
said second segment through a linker, whereby the oQnq)lex molecule is capable of 
exiting its anti-allergic e£Bsct in vivo . 

2. The complex molecule of claim 1, ytbeteia said second segment has said 
anti-alletgic effect by at least significantly reducmg degranulation of said mast cells. 

3. The conqilexinolecule of claim 2, wherem said second segment is 
selected fiom the groi^ consisting of a peptide, a peptidomimetic and a polypeptide. 

4. The complrac molecule ofolaim 3, \<*erein said second s^metit is a 
peptide. 

5. The con^jlex molecule of claim 4, v(**iein said first segment is a p^ 

6. The complex molecule of claim S,\«dierein said linker is a covalent bond. 

7. The oon^lex molecule of claim 6, -wfaioein said covalent bond is a 
peptide bond. 

8. The complex molecule of clahn 7, wheirein said molecule is a peptide 
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taken from the C tenxiiiial sequence of Goda. 



9. 



The complex molecule of claim S, \^erein said peptide has an amino 



acid sequence AAVAIXPAVIXALIJ^KIWLKECGLY, and cyclic derivatives 
tiiereof. 

1 0. The complex molecule of claim 7, wherein said molecule is a peptide 
taken from the C terminal sequence of Got. 

1 1 • The complex molecule of claim 1 0, wherein said molecule is a peptide 
having an amino acid sequence AAVAIXP AVLLAIXAPKENIJaXJGLF, and cyclic 
d^vatives thereof. 

12. A composition for treating an allergic condition in a subject, comprising 
a pharmaceutically effective amount of a molecule having at least a first segment 
competent for importation of said molecule into mast cells in vivo. smA a second 
segment for having an anti-allergic effect within said mast cells, said first segment 
being joined to said second segment through a linker, ^^s^byereby the complex molecule is 
capable of exerting its anti-allergic effect in vivo . 

13. The composition of claim 12, wlierein the allergenic condition is selected 
from &6 groiq> consisting of nasal allergy, an allergic reaction in an eye of die subject, 
an allergic reaction in the skin of the subject, acute urticaria, psoriasis, psychogenic or 
allergic asthma, interstitial cjrstitis, bowel diseases, migraines, and multiple sclerosis. 
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14. The compositioti of claim 12, further compiisiiig a phannaceudcally 
acceptable dilumt or carxier. 



15. The cQmposition of claim 14^ in a dosage foim suitable for topical 
administration to the eyCi the skin or to the mucous membrane of a subject. 

1 6. The composition of claim 14, in a dos^ form suitable for 
administration by inhalation or intranasal administration. 

17. The con^osition of claim 14^ in a dosage jform suitable for oral or 
parenteral sjrstemic administration. 



1 8. The composition of claim 1 3, wherein said second segment has said anti^ 
aUergic efifect by at least significantly reducing dograntilation of said mast cells. 



1 9. The composition of claim 1 8, wherein said second segment is selected 
&om tiie group consisting of a peptide, a peptidomimetic and a polypeptide. 



20. The Gon^osilion of claim 19, i^^ierein said second segment is a peptide. 



21 . The composition of claim 20, -wbisxeia said first segment is a peptide. 



22. The composition of claim 2 1 , y/bercin said linker is a covalent bond. 



The composition of claim 22, wherem said covalent bond is a peptide 
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24. The composition of claim 23, wherein said second segment is a peptide 
taken firom the C terminal sequence of CSoia. 

25 . The composition of claim 24, viserein said xnolecule is a peptide havmg 
an ammo acid sequence AAYAU^AYLLALLAPJIO^NU^ and cyclic 
derivatives thereof. 

26. The composition of claim 23» v^ereux said second segment is a peptide 
taken &om the C temiinal sequence of Oat 

27. The composition of claim 26« wherdn said molecule is a peptide having 
an amino add sequence AAVAIXPAVIlJaXAPKE^^J^ and cyclic 
derivatives thereof. 

28. Tlie composition of claim 27, herein said therapeutic agent further 
comprises a second molecule, said second molecule being a peptide having an amino 
acid sequence AAVAII^AVIJjgjJU»KNNIJCECGL^^ 

29. The conq)osition of claim 20 "v^dierein said molecule is a derivafized 
peptide having an amino acid sequence Sucdnyl- 
AAVALLPAVLLAIJLAPKN>nUKECGLY. 

30. A method for treatmg an allergic condition in a subject, comprising 
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adinkdstermg a phatmaceutically effective amount of a fherapeutic agent to flie subject, 
said tlien^eutic agent comprising a molecule having at least a first segment ccnnpetent 
for importation of said molecule into mast cells in vivo> and a second segment for 
having an anti-allergic effect within said mast cells, said first segment being joined to 
said second segment through a lin&^» vAxctehy the complex molecule is capable of 
exerting its anti^allergic efifect invivo > 

31. The method of claim 30, wherein tiie allergic condition is selected from 
the group consisting of nasal allergy, an allergic reaction in an eye of &c subject^ an 
allergic reactions m the skin of the sutrject, acute urticaria, psoriasis, psydiogenic or 
all^gic asthma, interstitial cystitis^ bowel diseases, migraines, and multiple sclerosis. 

32. The method of claim 31, ^^iierein administration of said therapeutic agent 
is performed fay topical administration. 

33. The method of claim 32, wherein said topical administration is to the 
eye, tiie skin or to amucous mraifarane of liie subject 

34. The method of claim 33, wherein administration of said therapeutic agent 
is perfomied by inhalation or intranasal administration. 

35. The method of claim 34, wherein administration of said ther^eutic agent 
is performed by oral or systemic par^teral administration. 

36* The metiiod of claim 32, whereui said second segment has said anti- 
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allergic e£fect by at least significantly teducing degranulation of said mast cells, 

37. The method of claim 36, wherein said second segment is selected firom 
the groiq) consisting of a peptide, a peptidomimetic, or a polypeptide, 

38. The method of claim 37^ M^eiein said second segment is a peptide. 

39. The method of claim 38, herein said first segment is a peptide. 

40. The method of claim 39, wheiein said linker is a covalent bond. 

41. The method of claim 40, i^^dierein said covalent bond is a peptide bond. 

42. The method of claim 41, ^^rein said second segment is a peptide taken 
fiom the C temiinal sequence of Ooia . 

43. The method of claim 42, viierein said molecule is a peptide having an 
amino acid sequence AAVALLP AVUAlXAPKNNIJaBCGL^^ and cyclic derivatives 
thereof. 

44. The method of claim 41, wherein said second segment is a peptide t flkm 
&om the C t^minal sequence of Goct 

45. The method of claim 44, ^^iierein said molecule is a peptide having an 
amino acid sequence AAVAlJLPA\aJJ\LLAPKENLKDCQ^ 
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46. The method of claim 39, \>rficrein said therapeutic agent further 
comprises a second molecule, said second molecule heing a peptide having an amino 
acid sequence AAVAIJJAVIJj\IJJVPKNNLKTC 

47. The metiiod of claim 31, wiierem said molecule is a peptide having an 
amnio acid sequence Succmyl- AAVAUJPAVrXAIJ^K2^^ 

48. The complex molecule of claim 8^ fhrdia comprising cycliation 
between lysine at position 17 and the C t^minus of the peptide. 

49. The composition of claim 25 T^^ein said molecule Anther comprises 
cyclization between lysine at position 1 7 and the C temiinus of the peptide. 

50. The method of claim 3 1 wiierein the molecule further comprises 
cyclization between lysine at position 17 and the C temiinus of the peptide. 
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CLAIMS 

WHAT IS CLAIMED IS: 

1. An anti-allergic complex molecule having at least a first segment 
competent for importation of said molecule into mast cells, and a second segment for 
having an anti-allergic effect within said mast cells, said first segment being joined to said 
second segment through a linker. 

2. The complex molecule of claim I , wherein said second segment has said 
anti-allergic effect by at least significantly reducing degranulation of said mast cells. 

3. The complex molecule of claim 2, wherein said second segment is selected 
from the group consisting of a peptide, a peptidomimetic, and a polypeptide. 

4. The complex molecule of claim 3, wherein said second segment is a 
peptide. 

5. The complex molecule of claim 4, wherein said first segment is a peptide. 

6. The complex molecule of claim 5, wherein said linker is a covalent bond. 

7. The complex molecule of claim 6, wherein said covalent bond is a peptide 

bond. 

8. The complex molecule of claim 7, wherein said second segment is a 
peptide taken firom the C terminal sequence of Gaia- 
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9. The complex molecule of claim 8, wherein said peptide has an amino acid 
sequence AAVALLPAVLLALLAPKNNLKECGLY, and cyclic derivatives thereof. 



10. The complex molecule of claim 7, wherein said second segment is a 
peptide taken from the C terminal sequence of Gat, 

11. The complex molecule of claim 10, wherein said molecule is a peptide 
having an amino acid sequence AAVALLP AVLLALLAPKENLKDCGLF, and cyclic 
derivatives thereof. 

12. A composition for treating an allergic condition in a subject, comprising as 
an active ingredient a pharmaceutically effective amount of a molecule having at least a 
first segment competent for importation of said molecule into mast cells, and a second 
segment for having an anti-allergic effect within said mast cells, said first segment being 
joined to said second segment through a linker. 

13. The composition of claim 12, wherein the allergic condition is selected 
from the group consisting of nasal allergy, an allergic reaction in an eye of the subject, an 
allergic reactions in the skin of the subject, acute urticaria, psoriasis, psychogenic or 
allergic asthma, interstitial cystitis, bowel diseases, migraines, and multiple sclerosis. 

14. The composition of claim 12, fiirther comprising a pharmaceutically 
acceptable diluent or carrier. 
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1 5. The composition of claim 1 4, in a dosage fomi suitable for topical 
administration to the eye, the skin or to a mucous membrane of a subject. 



16. The composition of claim 14, in a dosage form suitable for administration 
by inhalation or intranasally 

17. The composition of claim 14, in a dosage form suitable for oral or 
parenteral systemic administration. 

18. The composition of claim 13, wherein said second segment has said anti- 
allergic effect by at least significantly reducing degranulation of said mast cells. 

19. The composition of claim 18, wherein said second segment is selected 
ftom the group consisting of a peptide, a peptidomimetic, a polypeptide, and a protein. 

20. The composition of claim 1 9, wherein said second segment is a peptide. 

21 . The composition of claim 20, wherein said first segment is a peptide. 

22. The composition of claim 2 1 , wherein said linker is a covalent bond. 

23 . The composition of claim 22, wherein said covalent bond is a peptide 

bond. 



24. The composition of claim 23, wherein said second segment is a peptide 
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25. The composition of claim 24, wherein said molecule comprises a peptide 
having an amino acid sequence AAVALLPAVLLALLAPKNNLKECGL Y, and cyclic 
derivatives thereof. 

26. The composition of claim 23, wherein said second segment is a peptide 
taken from the C terminal sequence of Gat. 

27. The composition of claim 26, wherein said molecule comprises a peptide 
having an amino acid sequence AAVALLPAVLLALLAPKENLKDCGLF, and cyclic 
derivatives thereof. 

28. The composition of claim 27, wherein said therapeutic agent further 
comprises a second molecule, said second molecule being a peptide having an amino aci 
sequence 

AAVALLPAVLLALLAPKNNLKECGLY. 

29. The composition of claim 20, wherem said molecule is a deri vatized 
peptide having an amino acid sequence Succinyl- 
AAVALLPAVLLALLAPKNNLKECGLY. 

30. A method for treating an allergic condition in a subject, comprising the 
step of administering a pharmaceutically effective amount of a tiierapeutic agent to the 
subject, said therapeutic agent comprising a molecule having at least a first segment 
competent for importation of said molecule into mast cells, and a second segment for 
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having an anU-allergic effect within said mast cells, said first segment being joined to said 
second segment through a linker. 



3 1 . The method of claim 30, wherein the allergic condition is selected from the 
group consisting of nasal allergy, an allergic reaction in an eye of the subject, an aUergic 
reactions in the skin of the subject, acute urticaria, psoriasis, psychogenic or allergic 
asthma, interstitial cystitis, bowel diseases, migraines, and multiple sclerosis. 

32. The method of claim 3 1 , wherein the step of administering said therapeutic 
agent is performed by topical administration. 

33 . The method of claim 32, wherein said topical administration is to the eye , 
the skin or to a mucous membrane of the subject. 

34. The method of claim 33, wherein the step of administering said therapeutic 
agent is performed by inhalation or by intranasal administration. 

35. The method of claim 34, wherein the step of administering said therapeutic 
agent is performed by oral or systemic parenteral administration. 

36. The method of claim 32, wherein said second segment has said anti- 
allergic effect by at least significantly reducing degranulation of said mast cells. 

37. The method of claim 36, wherein said second segment is selected from the 
group consisting of a peptide, a polypeptide, and a protein. 
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38. The method of claim 37, wherein said second segment is a peptide. 

39. The method of claim 38, wherein said first segment is a peptide. 

40. The method of claim 39, wherein said linker is a covalent bond. 

41 . The method of claim 40, wherein said covalent bond is a peptide bond. 

42. The method of claim 41 , wherein said second segment is a peptide taken 
from the C terminal sequence of Gaia- 

43. The method of claim 42, wherein said molecule is a peptide having an 
amino acid sequence AAVALLPAVLLALLAPBaONLKECGLY, and cyclic derivatives 
thereof. 

44. The method of claim 4 1 , wherein said second segment is a peptide taken 
from the C terminal sequence of Gat. 

45. The method of claim 44, wherein said molecule is a peptide having an 
amino acid sequence AAVALLPAVLLALLAPKENLKDCGLF, and cyclic derivatives 
thereof. 

46. The method of claim 40, wherein said therapeutic agent further comprises 

a second molecule, said second molecule being a peptide having an amino acid sequence 
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AAVALLPAVLLALLAPKNNLKECGLY. 

47. The method of claim 3 1 , wherein said molecule is a peptide having an 
amino acid sequence Succinyl-AAVALLPAVLLALLAPKNNLKECGLY. 

48. A method for promoting importation of a molecule into a cell of a subject 
in vivo, the method comprising the steps of: 

(a) attaching a leader sequence to the molecule, said leader sequence being a 
peptide having an amino acid sequence AAVALLPAVLLALLAP, to form 
a complex; 

(b) administering said complex to the subject; and 

(c) importing said complex into the cell through said leader sequence, such 
that the molecule is imported into the cell. 
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